The dominant role of CPP32 subfamily in fas-mediated hepatitis.
Fas is a cell surface molecule that transduces the apoptotic death signaling on the stimulation of Fas ligand, and plays the dominant role in various disease states. The lethal effect of Fas antibody in mice has been reported, and this experimental procedure has been used as the model for hepatitis. Recently, the prevention of this Fas antibody-induced hepatitis by the broad caspase inhibitor (z-VAD.fmk) has been reported. In the present study, we additionally demonstrated that the CPP32 subfamily, rather than the ICE subfamily, plays the dominant role in the Fas antibody-induced hepatitis. Fas antibody-injection induced chromosomal DNA fragmentation and CPP32 subfamily-activation in both the liver and lung. Tissue damage observed in the lung was weak as compared with liver damage. When mice were exposed to DEVD-CHO (specific inhibitor of CPP32 subfamily), this lethal effect of Fas antibody, tissue destruction, and CPP32 subfamily-activation were prevented. In contrast, YVAD-CHO (specific inhibitor of ICE subfamily) could not prevent the lethal effect of Fas antibody. We propose here that the CPP32 subfamily plays the dominant role in Fas-mediated hepatitis, and DEVD-CHO would be an effective cure for hepatitis.